INTRODUCTION
============

Microbes that infect the same host may positively influence each other's replication, or fight for supremacy ([@B121]; [@B94]). In recent years, different data have demonstrated that a microbe, in order to favor its own replication, can attenuate or support the infection of other infecting agents by altering the host immune system ([@B112]). The role of human T lymphotropic viruses type 1 and type 2 (HTLV-1 and HTLV-2) as determinants of HIV-1 disease during co-infection has been widely studied, but is still a matter of speculation.

Since HTLV-1, HTLV-2, and HIV-1 have common modes of transmission, it is not surprising that co-infection is a frequent condition especially among people with high risk behaviors, as needle sharing and unprotected sexual contact. Though human retroviruses have worldwide distribution ([@B76]; [@B175]; [@B150]), dually infected subjects have been mainly diagnosed in large metropolitan area or in endemic regions ([@B34]; [@B60]; [@B7]; [@B129]; [@B119], [@B118]). Because HTLV screening is not routinely performed in many countries and is not always recommended by physicians to outpatients, the seroprevalence of co-infection is underestimated ([@B18]; [@B148]).

HTLV-1, HTLV-2, and HIV-1 share similar genomic organization and tropism for immune cells, in particular CD4^+^ and CD8^+^ T cells. However, the finality of their viral cycle is different. In infected patients, HIV-1 is generally present as a virion (either cell-associated or cell-free) and the provirus is detected clearly in a minority of cells ([@B93]), whereas HTLVs are prevalently integrated in their target cells and the propagation of infection occurs by clonal expansion of infected cells ([@B12]).

To understand whether HTLVs may accelerate or attenuate HIV-1 progression, several studies have interpreted HIV-1-associated clinical outcomes, taking into account laboratory records as CD4 mean cell count and HIV-1 viral load. However, conflicting data have emerged on both HTLV-1 and HTLV-2 interactions with HIV-1 and the debate is still open. The lack of uniformity of used criteria may explain this discrepancy, including differences in sampling, variations in outcome surveillance, with other parameters, such as HTLVs and HIV-1 seroconversion time and sex, not always defined. Furthermore, some authors believe that matching patients by immune markers is not a good strategy ([@B19]). When not well-defined, also anti-HIV-1 therapy, considering its effect on immunologic host factors and potentially on replication of co-invading agents, could make the comparison of data coming from different studies difficult.

Concerning HTLV-1/HIV-1 co-infection, a more rapid HIV-1 disease progression and a lower mean survival time in co-infected individuals compared to HIV-1-mono-infected patients ([@B35]) was seen. Additionally, an increased risk to develop tropical spastic paraparesis/HTLV associated myelopathy (TSP/HAM) and other neurodegenerative conditions was found in dually infected subjects ([@B167]). Also, a recent work reported a higher mortality and shortened survival rate in HTLV-1/HIV-1-co-infected children compared to HIV-1-mono-infected patients irrespective of baseline CD4 cell count ([@B144]).

On the contrary, other researchers observed a delayed HIV-1 disease progression in HTLV-1-co-infected patients when compared to HIV-1-mono-infected individuals ([@B157]; [@B142]; [@B46]; [@B19]). In according to these findings, a higher survival rate was reported for HIV-1/HTLV-1-co-infected subjects ([@B35], [@B36]).

It is noteworthy that the impact of HIV-1 on HTLV-1 replication was also investigated. Seroepidemiologic studies showed that HIV-1 positive subjects are more susceptible to HTLV-1 infection, and vice versa ([@B83]). Moreover, the HIV-1 Rev protein was found to enhance HTLV-1 gene expression, by interacting with 5'-RU5 region of the HTLV-1 genome ([@B103]). A later study, in which the quantification of HTLV-1 and HIV-1 DNA load was determined, suggested that HIV-1 co-infection does not affect HTLV-1 proviral load in peripheral blood compartments ([@B44]).

Similarly to HTLV-1/HIV-1, contrasting results were also reported for HTLV-2/HIV-1 co-infection. However, it is now generally accepted that HTLV-2 exerts a negative effect on HIV-1 replication. In fact, several authors have associated HTLV-2 co-infection with a better outcome for HIV-1 positive individuals ([@B19]; [@B41]). Earlier studies did not observe this effect and ascribed the lack of significant associations between co-infection and progression to AIDS or death to the absence of clear evidence of HTLV-2 as pathogenic agent ([@B173]; [@B85]).

HTLVs interfere with HIV infection by mechanisms that appear to be complex and multilayered. More specifically, HTLVs can act on HIV-1 expression directly at molecular levels or indirectly by modulating the expression of immune host factors. This in turn can be induced by HTLVs directly or through cellular activation.

Thus, the intimate relationship between the HIV-1 life cycle and the activation state of cells supporting viral replication results in a dynamic interaction between co-infecting agents and HIV-1 replication in dually infected individuals.

HTLV-1 differs from HTLV-2 in regulating cellular activation of target cells. More specifically, HTLV-1-infected subjects present a prevalence of highly activated cells, while HTLV-2-infected individuals hold up a lower cellular activation status ([@B132]; [@B28]; [@B73]). These divergent conditions may contribute to explain the different impact of the two types of HTLV on HIV-1 infection. In particular, for HTLV-2 it was observed that HIV-1/HTLV-2-co-infected patients showed a reduced HIV-1 replication presumably due to lower levels of T cell activation ([@B16]).

In this review, we report and discuss recently published data on host immunomodulating factors involved in retroviral interference, and in that regard we also point at other cellular and molecular components that may be considered potentially good candidates.

CYTOKINES/CHEMOKINES
====================

The role of the cytokine/chemokine network as strategic weapon in germ warfare has been extensively discussed ([@B121]). Infecting agents benefit from their ability to drive immune reactions mediated by cytokines and chemokines. This favorable condition for a microbe could be adverse or advantageous for a co-pathogen.

Thus, the perturbation of the immune system, including host cytokine synthesis, induced by HTLV-1 and HTLV-2 infections ([@B86]) could have positive or negative impacts on HIV-1 replication. Such immune activation is mainly modulated by HTLV-1 and HTLV-2 Tax proteins (Tax-1 and Tax-2).

Regarding HTLV-1/HIV-1 co-infection, it was reported that Tax-1 up-regulates HIV-1 expression ([@B26]) by activating the transcriptional factor NF-κB that recognizes two binding sites in the U3 region of the HIV-1 LTR ([@B106]). In addition, Tax-1 enhances the expression of several cellular proteins, including transcription factors and cytokines as IL-2, tumor necrosis factor α (TNF-α), and others ([@B11]; [@B30]). More specifically, some of these cytokines as TNF-α or IL-1β are capable of triggering HIV-1 transcription through a NF-κB-dependent mechanism ([@B158]). Tax-1 is also responsible for the induction of cytokine receptor expression ([@B67]). This state of activation was frequently observed among co-infected subjects who showed a sharp drop in CD4 cell count and rapid progression of HIV-1 disease ([@B15]; [@B142]; [@B143]; [@B75]; [@B155]; [@B63]).

However, other studies describe detrimental effects on HIV-1 infections ([@B83]; [@B19], [@B20]). Recently, [@B1] observed a higher production of IL-2 and IFN-γ in HIV-1/HTLV-1-co-infected individuals than in HIV-1 or HTLV-1-mono-infected individuals. Moreover, while IL-6 and IL-10 levels were similar in all infected groups, IL-4 production was lower in HTLV-1-mono-infected individuals. These findings support the notion that high levels of Th-1 cytokines in co-infected patients provide adverse conditions for HIV-1 infection, suggesting a predominant role of HTLV-1 over HIV-1. This hypothesis is supported by the evidence that IL-2 suppresses HIV-1 replication in some HTLV-1-infected cell lines by inducing APOBEC3G expression ([@B139]).

For what concerns HTLV-2, it was reported that PBMCs derived from HTLV-2 seropositive individuals undergo spontaneous proliferation in short-term cultures in association with the secretion of several cytokines, including TNF-α, IL-5, IL-6, and IFN-γ ([@B60]).

By studying the cytokine pattern in HTLV-2/HIV-1-co-infected subjects, we determined that HTLV-2 drives immune activation to implement the secretion of cytokines as GM-CSF and IFN-γ ([@B147]), which are capable to induce a "protective" Th1 response against HIV-1 ([@B56]), since a dominant Th2 profile seems to favor HIV-1 progression ([@B138]).

Other important immune correlates able to facilitate or suppress HIV-1 infection are the chemokines and their cellular receptors. *In vivo*, HIV-1 prevalently targets immune cells expressing the surface receptor CD4 that mediates virus binding and membrane fusion together with chemokine co-receptors (CCR5 and CXCR4; [@B102]; [@B105]). Thus, changes in conformation status or surface availability of these molecules may, in turn, modify HIV-1 disease progression. Beside genetic modifications, the co-receptors expression is mainly affected by the binding of natural ligands. In particular three CCR5 binding chemokines, CCL3, CCL4, and CCL5, act as major HIV-1-suppressive factors.

Because three chemokines are released by both cultured T cells and primary CD8^+^ T cells in response to HTLV infection ([@B154]), it was supposed that their up-regulation could explain HIV-1 inhibition observed during co-infection. The fact that HTLV-1-specific CD8^+^ cytotoxic T lymphocyte (CTL) clones derived from patients with HAM/TSP are actively producing CCL3 and CCL4 chemokines ([@B53]), reinforces the hypothesis that HTLV-1 can influence HIV-1 replication via chemokine expression and release.

As HTLV-2-infected cells become activated, they spontaneously proliferate and produce high levels of various cytokines and chemokines ([@B42], [@B43]; [@B108]; [@B29]; [@B16]). We observed that up-regulation of CCR5-binding chemokine expression occurs in cultured PBMCs from HTLV-2/HIV-1-co-infected individuals in comparison to HIV-1-single-infected individuals. In particular, we demonstrated that CCL3 secretion is responsible for anti-HIV-1 activity in PBMC cultures from co-infected subjects ([@B43]). [@B108] associated the spontaneous synthesis of CCR5 binding chemokines to the ability of HTLV-2 regulatory proteins to transactivate *CCL4* and *CCL5* gene promoters. Also, we found that an isoform of CCL3, namely CCL3L1, which is considered the most potent anti-R5 HIV-1 chemokine ([@B173]), was preferentially induced by HTLV-2 ([@B147]). Up-regulation of this chemokine leads to CCR5 down-modulation and subsequent receptor internalization ([@B165]). Although other groups have shown that the HIV-1 susceptibility is associated with *CCL3L1* gene dose, which is variable among individuals, we demonstrated that HIV-1 inhibition occurred in HTLV-2-co-infected subjects was independent by *CCL3L1* copy number, and that enhanced *CCL3L1* expression was presumably stimulated by Tax-2 protein at the transcriptional level ([@B147]). High levels of GM-CSF and IFN-γ secreted by PBMCs from HTLV-2-infected individuals were found to contribute to HIV-1 interference via CCR5 down-modulation ([@B147]).

Two recent works confirmed the pivotal role of Tax proteins in inducing CC-chemokine synthesis. The first paper reported that both recombinant Tax-1 and Tax-2 induce high levels of CC-chemokines which in turn cause CCR5 down-regulation in cultured PBMCs ([@B13]), and the second article demonstrated that Tax-2 transactivates CC-chemokines production in cultured monocyte-derived macrophages ([@B9]).

JAK/STAT SIGNALING
==================

HTLV-1 and HTLV-2 can efficiently transform human T cells *in vitro* but significantly differ in pathogenicity. The Janus kinase (JAK)/signal transducer/activator of transcription (STAT) signaling pathway (JAK/STAT) is constitutively activated in HTLV-1-transformed cells. This may occur by autocrine stimulation of IL-2, IL-9, and IL-15 cytokines, and IL-2 and IL-15 receptor expression, as a result of Tax-induced NF-κB expression, which in turn stimulate lymphocyte proliferation ([@B127]; [@B122]; [@B48]). HTLV-1 Tax protein is crucial for viral replication and for initiating malignant transformation and is able to inhibit host antiviral signaling via NF-κB-dependent induction of suppressor of cytokine signaling protein 1 (SOCS1) to evade innate immunity ([@B45]). In T cells transformed *in vitro* by HTLV-1, the JAK/STAT activation correlates with the transition from an IL-2 dependent to an IL-2 independent phase of growth ([@B127]; [@B181]). In contrast to HTLV-1, the activation status of the JAK/STAT pathway is not constitutively activated in HTLV-2-transformed T cells. However, this pathway could be induced upon IL-2 treatment of the cells. Similarly, the constitutive activation of STAT1, STAT3, and STAT5, as well as the phosphorylation status of JAK kinases (JAK3 and JAK1), observed in HTLV-1-transformed T cell lines, was not detected in HTLV-2-transformed T cells ([@B130]). However, we showed that the ability of human CD34^+^ IL-3 dependent TF-1 cell line to proliferate after HTLV-2 exposure in conditions of IL-3 deprivation is following the production of the GM-CSF and IFN-γ, through the activation of the JAK/STAT pathway ([@B29]). Previously, it was demonstrated that a signature of PBMC freshly derived from HIV-1 infected individuals represents the constitutive activation of a C-terminal truncated STAT5 (STAT5Δ) and STAT1 ([@B27]).

When analyzing the levels of STATs in HTLV-2 mono-infected and HTLV-2/HIV-1-dually-infected individuals, we observed that these factors are not activated in PBMCs of HTLV-2-mono-infected unless they are cultured *in vitro*, in the absence of any mitogenic stimuli, for at least 8 h ([@B28]). The emergence of STAT activation, mainly of STAT1, appears to be related to the secretion of IFN-γ. Of note, this is a characteristic feature of both HTLV-2 and HIV-1-mono-infected individuals. Surprisingly, HTLV-2/HIV-1 co-infection resulted in a low/absent STAT activation *in vivo*, thus correlating with a diminished secretion of IFN-γ in *ex vivo* cultivated PBMCs ([@B28]). These findings indicate that HTLV-2 and HIV-1 infection can prime T lymphocytes for STAT1 activation, but they also highlight that an interference is exerted by HTLV-2 on HIV-1-induced STAT1 activation. These results clearly suggest that HTLV-2 may interfere with HIV-1 infection at multiple levels. The observation that PBMCs obtained from both HIV-1- and HTLV-2-infected individuals activate STAT1 as a consequence of the spontaneous release of IFN-γ is supported by previous findings indicating an up-regulation of this cytokine following either HIV-1 or HTLV-2 infection ([@B60]; [@B107]). An enhanced transcription of IFN-γ is also induced by the HTLV-2 Tax trans-activator ([@B136]; [@B38]). A large body of evidence points to an increased level of either IFN-γ or its correlates (such as neopterin or IP-10) in the plasma/serum of HIV-1-infected individuals ([@B149]), explaining the low but detectable constitutive STAT1 activation observed in HIV-1-infected. This correlation was not seen in HTLV-2-infected individuals ([@B27]). Therefore, T cells from both HIV-1- and HTLV-2-infected individuals share a constitutive priming for IFN-γ secretion and, consequently, for STAT1 activation; in contrast, only HIV-1 infection is characterized by activation of STAT5Δ *in vivo* ([@B27]). Because these factors are absent in both HTLV-2 mono-infected and HTLV-2/HIV-1 co-infected individuals, this would reflect the higher pathogenic potential of HIV-1 with respect to HTLV-2, but also highlights a dominant position of HTLV-2 over HIV-1 in terms of maintaining T cells in a primed but not completely STAT5Δ activated state. Since there is evidence that HTLV-2/HIV-1 co-infection is frequently associated with a state of long-term non-progression (LTNP) of HIV-1 disease ([@B72]; [@B117]), HTLV-2 infection, and co-infection with HIV-1, represent an important model to better understand the interaction between human exogenous retroviruses and the immune system. IFN-γ-related priming for STAT1 activation may be an alarming signal that biases the immune response toward a Th1-model of containment of HTLV-2 infection, overcome by a peculiar STAT5Δ activation in HIV-1-infected individuals. Concerning the role of JAK/STAT in HTLV-1/HIV-1 co-infection no results have yet been reported.

NATURAL KILLER CELL ACTIVITY
============================

Evidence has been accumulating on the specific targeting of innate immune defenses, and in particular of natural killer (NK) cells, by chronically replicating viruses ([@B124]). Successful weakening of NK cell response represents a critical step for virus persistence, since NK cells are involved in patrolling peripheral tissues for immediate defense against virus or tumor aggression as well as in cross-talking with critical components of innate immunity, including monocytes and dendritic cells, leading to relevant downstream impact on the shaping of adaptive immune responses ([@B174]).

Natural killer cells main cytolytic and cytokine productive function is tightly controlled by a wide array of activating NK cell receptors which alone, or in combination with Toll-like- o cytokine- receptors, are responsible for triggering the NK cell functional program ([@B174]). Inhibitory NK cells receptors (i.e., KIRs, NKG2A/CD94, CD85j, IRP60, SIGLEC-7), which are mainly, but not exclusively, HLA class I-specific, provide a negative regulatory signal that is able to override any triggering receptor signaling in the presence of the appropriate cognate receptor. Thus, proper NK cell function may occur only in the presence of activating receptor triggering, with reduced or absent overriding control by inhibirtory receptors sensing the respective ligands on target cells. For example, in the absence of MHC class I expression induced by virus down-modulation, the induction in the infected cells of ligands (e.g., MIC-A, MIC-B, ULBPs, Nectin-2, PVR, etc.) recognized by activating NK cell receptors would result in NK cell activation, cytokine/chemokine production, and cytotoxic activity. Several viruses and mycobacteria exploit altered expression of natural/cytotoxicity receptors in NK cells such as HIV-1 ([@B58]), influenza ([@B8]; [@B120]; [@B70]), HCV ([@B33]), mycobacterium tuberculosis, and Calmette--Guerin ([@B171], [@B170]; [@B31]; [@B123]; reviewed in [@B32] and in [@B124]), or skew the NK cell peripheral repertoire inducing expansion of NKG2C^+^ NK cell subsets as is the case for CMV infection ([@B79], [@B80],[@B81]; [@B59]). Similar interference with inhibitory receptor expression (e.g., NKG2A, KIRs) may be induced by acute infection, or exploited through KIR:HLA class I haplotype interaction, as for example is observed during infection with CMV ([@B131]), HCV ([@B96]; [@B101]; [@B172]), or Chikungunya virus ([@B145]).

Very little is known on NK cell phenotype and function during HTLV infection, in particular when HTLV-2 is considered.

Characterization of NK cell triggering and inhibitory receptors has been so far poorly addressed to understand the differences underlying HTLV-1 and HTLV-2 diseases.

Early reports on the definition of NK cell receptors point towards a decreased NK cell activity against HTLV-1-infected MT-2 cell lines ([@B68]; [@B186]). Lysis of cell lines infected with HTLV-1 by *in vitro* activated NK cells was subsequently shown to occur and to depend on viral gene expression, that may be absent in some adult T cell leukemia (ATL) lines ([@B159]). HTLV-1 antigen-driven proliferation may result in a ATL form, as shown in mice transgenic for Tax-1 ([@B78]) and in humans with expansions in hypofunctional NK cells ([@B115]). The proportion of circulating mature NK cells (CD56^+^ CD16^+^) is decreased in patients with TSP/HAM ([@B179]; [@B37]; [@B134]) and other innate immune cells (NKT) are decreased during TSP/HAM as well. In addition, more recent evidence suggests that NK cells may be targeted and induced to expand by HTLV-1 through a viral load-associated but Tax-independent mechanism ([@B137]).

Overall, there is need for further insight into NK cell phenotype and function during HTLV-1/-2 infection. More precise characterization of possible changes or modulation of triggering and inhibitory receptor expression on NK cells during chronic infection would help to better understand the mechanism(s) that are exploited by HTLV-1 to divert innate immune responses and downstream CD4^+^ and CD8^+^ T cell function. In particular, it is possible that different NK cell regulation induces clinical divergence spanning from the lack of symptoms to TSP/HAM and transformation to ATL, similar to what was observed for HCV infected patients clearing infection ([@B96]; [@B4]) or for HIV-infected patients who control virus replication (Elite Controllers) or without disease progression in LTNPs ([@B125]). In addition, in view of the compelling evidence of a remarkable NK cell activation during HIV-1 infection both in untreated patients ([@B66]) and in successfully treated combined antiretroviral therapy (ART) patients ([@B111]) though belonging to AIDS or non-AIDS clinical groups ([@B25]), understanding NK cell activation during HIV-/HTLV-1 co-infection needs improved focusing. These considerations should be extended to HTLV-2 infection *in vitro* and *in vivo*, since no data have been yet published on NK cells in mono-infected patients.

ROLE OF MicroRNAs
=================

MicroRNAs (miRNAs) are small single-strand non-coding RNAs that repress gene expression by inhibiting translation and inducing mRNA degradation ([@B6]; [@B14]). MicroRNAs can be encoded by both cellular and viral genomes ([@B23]; [@B77]). Furthermore, viral miRNAs have been described not only for DNA viruses but also for RNA viruses as HIV-1 and BLV ([@B22]; [@B61]; [@B100]). MicroRNAs have been found to regulate up to 92% of the human genes ([@B128]), and also to modulate viral gene expression. These alterations could be considered key mechanisms by which the virus imbalances immune system. In fact, as reported by several authors, immune response to invading agents as well as cellular proliferation and differentiation can be affected by host miRNAs ([@B47]; [@B65]; [@B52]; [@B110]; [@B114]; [@B91]; [@B92]; [@B39]; [@B64]; [@B89]; [@B104]; [@B57]). The importance of RNA interference (RNAi) machinery in retroviral infection outcome was confirmed by recent findings that demonstrated how the miRNAs expression can be controlled by retroviruses ([@B153]). Thus, the mechanism of RNAi mediated by miRNAs could be used by a virus to remain hidden from host immune surveillance by generating an advantageous cellular environments, and leading to adverse conditions for a co-invading agent.

MicroRNAs expression was studied during of HTLV-1 or HIV-1 infection but no data were so far reported for the HIV-1/HTLV-1 co-infection. Similarly, studies of miRNAs pattern during HTLV-2/HIV-1 co-infection have not been published up to date.

Concerning HIV-1, changes in host miRNA transcription levels have been detected in CD4^+^ purified cells from naive and LTNP HIV-1-mono-infected patients. The hypothesis that miRNAs either could directly influence viral RNA sequences, or could affect cellular factors involved in HIV replication were confirmed by several findings ([@B87]). More specifically, it was demonstrated that five cellular miRNAs recognize the 3′ end of HIV-1 mRNAs and are up-regulated in resting, but not activated, CD4^+^ T cells ([@B90]), providing evidence of a direct inhibition of HIV-1 replication by miRNAs. Two independent groups support this notion with the demonstration that HIV-1 *nef* gene contains a miR-29a targeted site that interferes with the replication of the virus ([@B2]; [@B133]). Other authors found indirect inhibitory mechanisms miRNAs mediated. Specifically, it was found that miRNAs suppress viral gene expression by decreasing PCAF (P300/CBP-associated factor) expression and interfering with histone acetylation, and leading to HIV-1 latency ([@B166]). However, the deregulation of cellular miRNA expression which was shown to correlate to HIV-1 latency may also favor virus production ([@B82]; [@B90]). Other miRNAs were involved in the different monocyte or macrophage susceptibility to the HIV infection ([@B177], [@B178]).

Recently, it was shown that HIV-1 and other retroviruses as bovine leukemia virus can affect the expression of both host miRNAs and small virus-derived interfering RNAs ([@B98], [@B99]; [@B88]; [@B140]; [@B5]; [@B97]; [@B156]).

Similarly to HIV-1, it was demonstrated that HTLV-1 infection is responsible for alteration of host miRNAs profile ([@B21]; [@B151]). By profiling the expression of miRNAs, known to be involved in differentiation and proliferation of hematopoietic cells ([@B126]), abnormal levels of miR-223, miR-181a, miR-150, miR-142.3p, and miR-155, were detected in both primary ATL cells and in HTLV-1 cell lines ([@B21]). Furthermore, these samples showed an altered expression of miR-155, miR-125a, miR-132, and miR-146 that play a role in the regulation of immune response ([@B21]). A forced expression of miR-155, induced by Tax with the contribution of NF-κB and AP-1, has been found to enhance the proliferation of HTLV-1-infected cells ([@B163]).

A loss of miR-31 was also observed in primary ATL cells, where the expression of this miRNA is epigenetically regulated, and was correlated with the constitutively activation of NF-κB which contributes to the oncogenic transformation ([@B182]).

Concerning miRNAs biogenesis, low levels of Drosha enzyme, a key processor of miRNAs synthesis, were found in HTLV-1-infected cell lines and infected primary cells. In addition, *in vitro* studies revealed a nuclear co-localization of Tax and Drosha, and that the interaction between the two proteins leads to absence of cleavage of miRNAs by Drosha ([@B169]).

MicroRNAs can target complementary sequences of both HTLV-1and HIV-1 transcripts and act as a major line of defense against retroviruses, but on the other hand viral proteins can interfere with RNAi machine directly or by altering the expression of cellular transcription factors. HTLV-1 Tax also interacts with CRE binding (CREB) protein, a key factor to viral transcription, in the presence of the HATs CREB binding protein (CBP), p300, and P/CAF to activate HTLV-1 gene expression while HTLV-2 Tax specifically cooperates with CBP and p300 but not with p300 associated factor to enhance transcription from the viral promoter ([@B164]). Another mechanism by which HTLV-1 may influence the host cell miRNA expression profile is through the activation of host transcription factors. Important transcription factors and cellular kinases which interact directly with the viral protein Tax are CREB, serum-responsive factor (SRF), NF-κB, Cyclins D2 and D3, mitotic check point regulators (MAD1), cyclin dependent kinases (CDKs), the CDK inhibitors p16^INK4A^ and p21^(WAF1/CIP1)^, and the tumor suppressor p53 ([@B40]; [@B161]; [@B185], [@B184]; [@B49]; [@B54]; [@B84]; [@B69]; [@B135]; [@B180]; [@B95]; [@B62]). In particular, the NF-κB pathways activation is a hall mark of HTLV-1 infection and may be the result of direct interaction between Tax and the NF-κB regulatory subunit IKKγ ([@B160]; [@B183]). Because numerous miRNA promoter sites are positively regulated by NF-κB, it can be inferred that the activation of NF-κB by Tax increases the expression of several host cell miRNAs ([@B109]; [@B116]; [@B176]). One specific example is given by miR-155 which has been found to be up-regulated in HTLV-1-infected cells, as well as in a TNFα stimulated cell line through an NF-κB pathway ([@B21]; [@B113]). Similar findings have already been described for HIV-1 Tat which activates NF-κB by acting through the same biochemical pathways used by a variety of other NF-κB inducers, reviewed in [@B10], and for other viral proteins, including Tax of HTLV-2, HBx, and MHBs of hepatitis B virus, and EBNA-2 and LMP of Epstein-Barr virus ([@B10]) and hemoagglutinin of influenza virus ([@B141]). Of particular interest is the role of miRNA in HTLV cellular transformation and recent findings demonstrate that alteration of the miRNA profile of infected cells leads to the development of ATL and HAM/TSP diseases ([@B153]). In HIV-1 disease, a modification of chromatin by viral proteins and host cell miRNAs can contribute to the dysregulation of host cell miRNA expression and likely provides a key system used by the virus to modify host miRNA profiles ([@B24]). Also, it was demonstrated that Tax-1 induces a prompt activation of chromatin remodeling factors as p300 and p/CAF ([@B151]). The chromatin reorganization, affected by miRNAs which expression is in turns influenced by Tax proteins, drives the establishment of viral latent status ([@B3]).

Recently, we studied miRNA profiles in CD4^+^ T-cells purified from HTLV-2-mono-infected patients and found evidence for a miRNA signature (miR-329, miR-337-5p, miR-379-5p, miR-503, miR-518d-3p, miR-203, miR-449a, miR-502-5p) that discriminates infected from uninfected subjects, similarly to HIV-1 (**Table [1](#T1){ref-type="table"}**; [@B24]). Furthermore, by analyzing in detail some functional aspects of the miRNAs belonging to retroviral signature we identified 135 predicted target genes that, on the basis of gene ontology (GO) resources, revealed the presence of three ontology aspects (**Figure [1](#F1){ref-type="fig"}**). Interestingly, we found that the most significant GO terms, i.e., positive regulation of macromolecule and cellular biosynthetic process, are related to the formation of substances carried out by individual cells.

###### 

MicroRNAs equally expressed in HIV-1 and HTLV-2 vs HTLV-1 infection.

                      HIV-1 vs healthy [@B24]   HTLV-1 vs healthy [@B146], [@B21], [@B152], [@B151]   HTLV-2 vs healthy [@B24]
  ------------------- ------------------------- ----------------------------------------------------- --------------------------
  hsa-miRNA miR-329   Down                      nd                                                    Down
  hsa-miR-337-5p      Down                      nd                                                    Down
  hsa-miR-379-5p      Down                      nd                                                    Down
  hsa-miR-503         Down                      nd                                                    Down
  hsa-miR-518d-3p     Down                      nd                                                    Down
  hsa-miR-203         Up                        nd                                                    Up
  hsa-miR-449a        Up                        nd                                                    Up
  hsa-miR-502-5p      Up                        nd                                                    Up

nd indicates not determined.

![**Biological functions of host miRNAs belonging to HTLV-2 and HIV-1 retroviral signature.** One hundred and thirty-five predicted target genes were identified by miRDB database (<http://mirdb.org>). Functional annotations were provided by DAVID bioinformatics resources (<http://david.abcc.ncifcrf.gov>) on the basis of gene ontology (GO) resources that consider three different aspects of GO: biological process, cellular component, molecular function. The GO term selection was obtained using a significant *P*-value less than 0.05 as a statistical threshold. Functional annotations are sorted by score, from higher (minor significance) to lower (greater significance).](fmicb-04-00372-g001){#F1}

With specific reference to the deregulated host miRNAs linked to the development of the HTLV-1 oncogenic or neurodegenerative diseases (**Table [2](#T2){ref-type="table"}**), only miR-155, a key regulatory component of the innate immune response, is differentially expressed in HIV-1 and HTLV-2 infection. Thus, we speculated that a functional impact of cross-talk between miRNA pattern, and the subsequent multifunctional pathways, may occur during HTLVs/HIV-1 co-infection.

###### 

MicroRNAs either up- or down-regulated in HTLV-1 infected cells vs HIV-1 and HTLV-2 infection.

                     HIV-1 vs healthy [@B24]   HTLV-1 vs healthy [@B146], [@B21], [@B152], [@B151]   HTLV-2 vs healthy [@B24]
  ------------------ ------------------------- ----------------------------------------------------- --------------------------
  hsa-miRNA miR-21   ns                        Up                                                    ns
  hsa-miR-24         nd                        Up                                                    ns
  hsa-miR-93         nd                        Up                                                    ns
  hsa-miR-132        nd                        Down                                                  ns
  hsa-miR-143-3p     nd                        Up                                                    nd
  hsa-miR-146a       nd                        Up                                                    ns
  hsa-miR-149        ns                        Down                                                  ns
  hsa-miR-155        ns                        Up                                                    Up
  hsa-miR-223        ns                        Up                                                    ns
  hsa-miR-873        Down                      Down                                                  ns
  hsa-miR-150        nd                        Up                                                    ns
  hsa-miR-142-5p     nd                        Up                                                    ns
  hsa-miR-181a       nd                        Down                                                  ns
  hsa-miR-125a       Up                        Down                                                  Up
  hsa-miR-146b       ns                        Down                                                  ns

ns indicates not significant; and nd not determined.

The assessment of how the altered profiles of miRNA expression can influence viral replication and latency, as well as the efficiency of host defenses, may be useful for understanding the basis of the retroviral related modifications of cellular pathobiology and immunologic control.

CONCLUSION
==========

Is the retroviral interference relevant to HIV-1 infection? In this review we discussed how HIV-1/HTLVs co-infection can either positively or negatively affect the course of HIV-1 disease. In particular, co-infection with HTLV-2 seems to confer immunological benefits in patients with HIV-1. By contrast, HTLV-1 is mainly associated to HIV-1 disease progression and to an increased risk of TSP/HAM and ATL.

An overall picture of different effects of HTLVs on HIV infection is emerging. The widely diverging effect of HTLV-1 and HTLV-2 on the clinical course of HIV-1 progression is remarkable, and the findings initially reported for HTLV-2 are particularly surprising. The possibility that specific co-infections may improve the clinical course of HIV-1 infection by directly or indirectly interfering with HIV-1 cell entry, replication and spread, originally proposed by the study of HIV-1/HTLV-2-infected cells ([@B43]) has been confirmed by subsequent work on GB virus C which is able to infect B cells and CD4^+^ or CD8^+^ T lymphocytes ([@B71]).

Modulation of the cytokine/chemokine network represents a major element of shift dynamics that regulates the co-existence of several infections. Thus, cytokines and chemokines might be considered strategic weapons in the bid to gain benefits to the infecting agents. Since a poor Th1 response and a dominant Th2 response have been implicated in the pathogenesis and progression of HIV infection ([@B50], [@B51]), HTLV-2 priming for a Th1 response via up-regulation of IFN-γ expression may contribute to the "protective" effect of HTLV-2 infection on HIV-1 disease progression. In the case of HTLV-1 co-infection, high frequencies of activated HTLV-1-infected CD4^+^ T cells can give a boost to HIV-1 replication.

An enhanced secretion of CC-chemokines, in particular of CCL3L1, was ascribed to the transactivating function of Tax-2 and the original studies of HTLV-2/HIV-1 co-infection proposed this as a key mechanism of retroviral interference. The CCL3L1 isoform down-regulates CCR5 co-receptor for HIV-1 entry leading to a LTNP status in co-infected individuals with high HTLV-2 proviral load ([@B147]).

In the same manner, GBV-C acquisition via blood transfusion increases the secretion of CCL5, CCL3, CCL4, and CXCL12 and by means of their NS5A and E2 proteins support the deregulation of co-receptors, thus inhibiting HIV entry and resulting in a reduced mortality in patients with advanced HIV-1 disease ([@B162]; [@B17]). Similarly to what occur in HIV-1/HTLV-1 co-infection, HIV-1 disease progression is faster in individuals affected by HCV or HSV co-infection ([@B168]; [@B55]).

Analysis of JAK/STAT regulation during HTLV-2 infection provides some clues of intervention to interfere with HIV-1 replication by taking advantage of pathway interference instead of enzymatic inhibition of viral enzymes. The lack of knowledge of HTLV-1 mediated activation pathway interference has probably limited efforts in this direction.

Concerning innate immune responses in HIV-1 co-infection with either HTLV-1 or HTLV-2, no data are so far available for NK cell function, and little is known on other innate immune cellular mechanisms. The observed effect of proviral load, but not of Tax-1, on NK cell proliferation during HTLV-1 infection ([@B137]), is likely to impact also on HIV-1/HTLV-1 co-infected patients, leading to enhanced NK cell activation and possibly disease progression. On the contrary, when considering HTLV-2/HIV-1 co-infection, evidence of HTLV-2 interference with STAT/JAK pathways could possibly be linked to a decreased HIV-1-associated NK cell activation. Further work in this direction is needed to improve our understanding of the mechanism(s) associated with the positive effect of HTLV-2 on HIV-1 disease course, and of the underlying causes leading to AIDS progression by HTLV-1/HIV-1 co-infection and/or to HTLV-1 associated morbidity.

Since miRNAs have been correlated with viral life cycle, they represent good candidates among the top cellular factors to be used by HTLVs to favor their own replication. In the case of co-infection with HIV-1, HTLV proteins were found to interact with cellular chromatin modifying enzymes and with cellular transcription and other immune factors. The interaction of HTLV Tax proteins with cellular factors results in the alteration of miRNAs profile that in turns can activate transcription and consequently viral replication. Furthermore a likely interplay between two competing mechanisms is taking place: the ability of Tax to manipulate chromatin structure and the innate host cellular defense mechanism of RNAi to regulate pathogen gene expression.

HTLV/HIV-1 co-infection can be considered as a useful model for the study of new strategic approaches for HIV-1 vaccine development, as suggested by the finding that the exposure of HTLV-2 infected macaques to SIV~mac251~ was not accompanied by an exacerbation of SIV~mac251~ infection ([@B74]).
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